REMARKS 

Claims 1 and 5 are currently pending in this application. No claim 
amendments are made in this paper. Applicants respectfully submit that claims 1 and 
5 are allowable for at least the following reasons. 

I. The Obviousness-Type Double Patenting Rejection Should Be Withdrawn 

In the Advisory Action, the Examiner repeats from the Final Office Action 
dated January 24, 2007, the rejection of claims 1 and 5 under the judicially created 
obviousness-type double patenting over claim 14 of U.S. Patent No. 6,667,316 ("the 
'316 patent"). 1 In particular, it appears that the Examiner's allegation is essentially 
based on the premise that the term "undesirable angiogenesis" as recited by claim 14 
of the '316 patent, when read in light of the specification of that patent, encompasses 
the reduction of PDE IV level and the treatment of inflammatory and autoimmune 
diseases as recited by the current claims. Applicants respectfully traverse this 
rejection. 

First, Applicants respectfully disagree with the Examiner's allegation that the 
term "undesired angiogenesis" encompasses the reduction of PDE IV level or the 
treatment of inflammatory or autoimmune diseases. This is because the specification 
clearly provides that "method of inhibiting PDE IV," "method of treating undesirable 
angiogenesis," "method of treating inflammatory disease" and "method of treating 
autoimmune disease" are individual and separate embodiments of this invention. 
{See, e.g., Specification, col. 13, lines 18-25). It is well-settled that, "[although the 
specification may aid the court in interpreting the meaning of the disputed language in 
the claims, particular embodiments and examples appearing in the specification will 
not generally be read into the claims." {See Constant v. Advanced Micro-Devices, 
Inc., 848 F.2d 1560, 1571 (Fed.Cir.), cert, denied, 488 U.S. 892, 109 S.Ct. 228, 102 
L.Ed.2d 218 (1988)) (emphasis added). For this reason alone, Applicants respectfully 
submit that the rejection of the claims should be withdrawn. 



At the outset, Applicants note that the nonstatutory double patenting rejection was raised in 
the previous Office Action over claims 1-11 and 1 7 of the 4 3 1 6 patent, but now over claim 14 
for the reasons that were not provided in the previous Office Action. (See Office Action 
dated April 24, 2006, pages 2-3). As no claim amendments were submitted in Applicants' 
previous response, and thus, this new rejection was not necessitated by any amendments, 
Applicants respectfully point out that the finality of the Office Action should be withdrawn . 
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Second, even assuming, arguendo, that the portions referred to by the 
Examiner could provide basis for the nonstatutory double patenting rejection, those 
portions, when considered in combination with claim 14 of the '316 patent, cannot 
render the pending claims obvious. For example, the Examiner asserts, based on 
column 2, lines 1-4 of the '316 specification, that the term "undesirable angiogenesis" 
would be defined to encompass "many neoplastic and non-neoplastic diseases 
including solid tumor growth and metastases, arthritis, some types of eye disorders, 
and psoriasis." (Final Office Action, page 4). Even if taken true, such a proposition 
does not support the Examiner's conclusion that the term "unregulated angiogenesis" 
encompasses "inflammatory or autoimmune disease and ...the limitation of 'reducing 
elevated levels of PDE IV [would be construed as] being an attendant effect or 
necessary correlate" thereof. (Final Office Action, pages 4-5). 

This is because, for example, those skilled in the art would not have had a 
reasonable expectation of successfully "treating inflammatory or autoimmune 
disease" or "reducing the level of PDE IV" using a compound, even if it was known 
that such a compound is effective in treating the diseases recited by the definition 
provided by the Examiner. In particular, no evidence, in the '3 16 specification 2 or in 
prior art, is provided by the Examiner to support his proposition that if a particular 
compound is effective in treating, for example, "solid tumor growth and metastases, 
arthritis, some types of eye disorders, and psoriasis," the compound is indeed 
effective in treating inflammatory or autoimmune disease or in reducing the level of 
PDE IV. For this additional reason, Applicants respectfully request that the rejection 
of the claims under nonstatutory double patenting be withdrawn. 

II. The Rejection Under 35 U.S.C. S 112 Should be Withdrawn 

On page 2 of the Advisory Action, the Examiner repeats the rejection of 
claims 1 and 5 for allegedly failing to comply with the enablement requirement under 
35 U.S.C. § 1 12, first paragraph. In the Final Office Action, the Examiner appears to 
acknowledge the well-settled legal principle that the "specification disclosure . . . must 
be taken as being in compliance with the enablement requirement unless there is a 
reason to doubt objective truth of the statement contained therein," yet suggests that 

2 For clarity, Applicants reiterate that the Examiner's use of the '316 specification is 
improper. 
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there indeed is reason to doubt the truth of the statements contained in the 
specification. (Office Action, page 8). For the alleged "reason to doubt," the 
Examiner points to portions of Bielekova et al. 9 The Journal of Immunology \ 164: 
1 1 17-24 (2000) ("Bielekova"). Applicants respectfully traverse this rejection. 

Specifically, the Examiner points to the portions of Bielekova where it is 
indicated that simple extrapolation of therapeutic efficacy from animal model to 
human disorders is not easily feasible. (Office Action, page 9). However, Applicants 
respectfully point out that such a statement cannot provide a proper "reason to doubt" 
the statements made in the application. In this regard, Applicants respectfully invite 
the Examiner's attention to In re Brana, 51 F.3d 1560 (Fed. Cir. 1995), attached 
hereto as Exhibit A, wherein the facts are virtually identical to those in the present 
application. 

In Br ana, the examiner rejected claims to "anti-cancer" use of certain 
compounds based on prior art references which reportedly disclosed mouse models 
for assessing anti-tumor activity (which was used by the applicants in their 
specification) may not be indicative of the test compounds' therapeutic value in 
humans. {Id. at 1565-6). However, the court held that the examiner had failed to 
meet her initial burden of establishing that the presumption of enablement is rebutted 
because the references provided by the examiner "do not question the usefulness of 
any compound as an antitumor agent or provide any other evidence to cause one of 
skill in the art to question the asserted utility of applicants' compounds ." {Id. at 1566) 
(emphasis added). Further, the court held that "[the] references merely discuss the 
therapeutic predictive value of in vivo murine test," but such disclosure is relevant 
" only if applicants must prove the ultimate value in humans of their asserted utility," 
indicating that such proof of "ultimate value in humans" cannot be required in 
assessing patentability. (Id.) (emphasis added). 

Like in Brana, the Examiner provides essentially the same piece of disclosure 
in this application, i.e., a reference that states in a very general term that animal test 
results may not be indicative of a compound's therapeutic value in humans. 
Therefore, because such a showing is not sufficient to "cause one of skill in the art to 
question the asserted utility of Applicants' compounds," and because Applicants are 
not required to "prove the ultimate value in humans" of the compounds recited by the 
pending claims, Applicants respectfully point out that the rejection of the claims 
under 35 U.S.C. § 1 12 cannot stand. 
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With regard to the Examiner's analysis of the factors set forth in In re Wands, 
858 F.2d 73 1 (Fed. Cir. 1988), Applicants respectfully point out that to the extent that 
any experimentation is required to make and use the claimed methods, such 
experimentation is not undue for at least the following reasons. 

Applicants again invite the Examiner's attention to In re Br ana. In Br ana, the 
court found that the nature of applicants' invention, i.e., treating cancer with chemical 
compounds, "does not suggest an inherently unbelievable undertaking or involve 
implausible scientific principles" because "[mjodern science has previously identified 
numerous chemotherapeutic agents." (Brana, 51 F.3d at 1566). Indeed, the court 
indicated that once it is established that "a compound exhibits some desirable 
pharmaceutical property in a standard" experimental model, any further experiments 
required to demonstrate the efficacy and safety in humans are not undue because 
usefulness in pharmaceutical inventions "necessarily includes the expectation of 
further research and development." (Id. at 1567-8). 

In re Wands, the case from which the factors analyzed by the Examiner are 
derived, is in complete accord. In Wands, the Court of Appeals for the Federal Circuit 
held that claims directed to immunoassay methods were enabled even though in order 
to practice the claimed invention, one would have to screen "hybridomas to determine 
which ones secrete antibody with desired characteristics." (Wands, 858 F.2d at 737). 
This was because "[practitioners of this art are prepared to screen negative 
hybridomas in order to find one that makes the desired antibody." (Id. at 740). Like 
in Wands, the experimentation allegedly required by those skilled in the art in this 
case is the type routinely and repetitively practiced by the physicians in any given 
treatment using any given compound. 

For at least the foregoing reasons, Applicants respectfully submit that the 
pending claims are enabled and comply with all the requirements of 35 U.S.C. § 1 12, 
first paragraph. Thus, reconsideration and withdrawal of this ground of rejection is 
respectfully requested. 
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III. Conclusion 

Applicants respectfully request that the above remarks be entered in the file of 
this application. If a telephone interview would advance prosecution of the 
application, the Examiner is invited to call the undersigned at the number listed 
below. Please charge the fee for a Request for Continued Examination ($790.00), 
fees for the extension of time for one month ($120.00), and any other charges, or any 
credits, to Jones Day Deposit Account No. 503013 (ref. no. 501872-999204). 



Respectfully Submitted, 



Date: 



July 20, 2007 




Mark D. Kafka 
Jones Day 



(Reg. No. 59,569) 



For: 



Anthony M. Insogna (Reg. No. 35,203) 
Jones Day 

12265 El Camino Real, Suite 200 
San Diego, CA 92130 
(858)314-1200 
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